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Maternal antibodies from mothers of children with
autism alter brain growth and social behavior
development in the rhesus monkey
MD Bauman1,2,3, A-M Iosif4, P Ashwood5, D Braunschweig6, A Lee1,3, CM Schumann1,3, J Van de Water6 and DG Amaral1,2,3,7
Antibodies directed against fetal brain proteins of 37 and 73 kDa molecular weight are found in approximately 12% of mothers
who have children with autism spectrum disorder (ASD), but not in mothers of typically developing children. This finding has
raised the possibility that these immunoglobulin G (IgG) class antibodies cross the placenta during pregnancy and impact brain
development, leading to one form of ASD. We evaluated the pathogenic potential of these antibodies by using a nonhuman
primate model. IgG was isolated from mothers of children with ASD (IgG-ASD) and of typically developing children (IgG-CON).
The purified IgG was administered to two groups of female rhesus monkeys (IgG-ASD; n¼ 8 and IgG-CON; n¼ 8) during the first
and second trimesters of pregnancy. Another control group of pregnant monkeys (n¼ 8) was untreated. Brain and behavioral
development of the offspring were assessed for 2 years. Behavioral differences were first detected when the macaque mothers
responded to their IgG-ASD offspring with heightened protectiveness during early development. As they matured, IgG-ASD
offspring consistently deviated from species-typical social norms by more frequently approaching familiar peers. The increased
approach was not reciprocated and did not lead to sustained social interactions. Even more striking, IgG-ASD offspring
displayed inappropriate approach behavior to unfamiliar peers, clearly deviating from normal macaque social behavior.
Longitudinal magnetic resonance imaging analyses revealed that male IgG-ASD offspring had enlarged brain volume compared
with controls. White matter volume increases appeared to be driving the brain differences in the IgG-ASD offspring and these
differences were most pronounced in the frontal lobes.
Translational Psychiatry (2013) 3, e278; doi:10.1038/tp.2013.47; published online 9 July 2013
Introduction
Autism spectrum disorder (ASD) affects over 1% of the
children in the United States,1 yet there remains relatively little
understanding of its underlying causes. The prenatal environ-
ment, and particularly the fetal–maternal environment, has
recently been highlighted as having a critical role in the
etiology of some forms of ASD.2 Although there are a number
of potential environmental challenges to the maternal envir-
onment, our research group has been evaluating one prenatal
risk factor implicated in ASD—maternal autoantibodies that
target fetal brain tissue. During gestation, maternal immuno-
globulin G (IgG) isotype antibodies normally cross the
placenta and protect the immunologically naive fetus.3
However, in addition to protective antibodies, autoantibodies
that react to fetal ‘self’-proteins can also cross the placenta
resulting in a number of neonatal conditions.4–7 We now know
that in approximately 12% of women who have a child with
autism, maternal antibodies exist that are reactive to fetal
brain proteins at 73 and 37 kDa.7,8 To date, this pattern of
reactivity has not been observed in any mothers of typically
developing children.
Attempts in other laboratories to evaluate maternal anti-
body effects in a mouse model found altered exploratory and
motor behavior in the offspring born to dams injected with
plasma from a single human mother of multiple children with
autism.9 A subsequent mouse study observed changes in
anxiety, startle reflexes and sociability in the pups of mice that
were gestationally treated with IgG derived from mothers of
children with autism.10 A more recent mouse study using IgG
from mothers with antibodies directed specifically against the
37 and 73 kDa bands confirmed that the antibodies gain
access to the fetal mouse brain and were associated with
altered physical and social development of the offspring.11
Although there are many benefits to studying mouse models
of ASD, the nonhuman primate model offers unique transla-
tional advantages. Nonhuman primates, such as rhesus
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macaques (Macaca mulatta), demonstrate many features of
human physiology, anatomy and behavior, thus making it an
ideal species to study human disorders.12,13 The macaque
monkey lives in a complex, hierarchical social system, and
uses many forms of social communication such as facial
expressions and postural gestures. Moreover, portions of the
human brain, such as the prefrontal cortex, that mediate
complex social behavior and are found to be heavily impacted
by autism, are poorly developed or absent in the rodent brain,
but highly developed in the rhesus monkey. It is likely that a
human disorder such as autism that involves higher cognitive
functions, might ultimately benefit from studies in animal
species more closely related to humans.
In 2006, we conducted an initial study of the effects of
exposing gestating rhesus monkeys to IgG antibodies taken
from human mothers of multiple children with ASD.14 We
found that animals prenatally exposed to antibodies from
mothers of children with autism produced more whole body
motor stereotypies and were hyperactive compared with both
untreated control monkeys and monkeys prenatally exposed
to IgG from mothers of typically developing children. In the
past 5 years, substantial progress has been made in
characterizing which maternal autoantibodies are specifically
associated with ASD. Thus, the goal of this study was to
evaluate the effects of fetal monkey exposure to the 37 and
73 kDa fetal brain autoantibodies that are now specifically
associated with ASD.7,8 A comprehensive assessment of the
behavioral development of the treated offspring was carried
out over a 2-year period, utilizing behavioral phenotyping tools
that target the core features of human ASD. In addition,
longitudinal magnetic resonance imaging (MRI) was also
carried out to study brain development in the IgG-treated
monkeys.
Materials and methods
All experimental procedures were developed in consultation
with the veterinary staff at the California National Primate
Research Center (CNPRC) and approved by the University
of California, Davis Institutional Animal Care and Use
Committee.
Antibody characterization. Serum was collected and IgG
purified from mothers of children with autism who exhibited
maternal autoantibody reactivity to fetal brain proteins at 37
and 73 kDa (n¼ 4), or from mothers of typically developing
children, who were devoid of these antibodies (n¼ 5).
Western blot for analysis of fetal brain reactivity and IgG
purification processes have been described previously.14
IgG treatment and rearing conditions. Twenty-four preg-
nant multiparous rhesus macaques (Macaca mulatta)
between 6 and 16 years of age (mean age¼ 11 years) were
selected from the colony timed-mating program. Following
fetal sex determination,15 the pregnant dams were randomly
assigned to one of three experimental groups: (1) IgG-
ASD37/73kDa (n¼ 8; four males, four females) received IgG
purified from mothers of children with autism that exhibited
fetal brain reactivity to 37 and 73 kDa proteins, (2) IgG-CON
(n¼ 8; three males, five females) received IgG purified from
mothers of typically developing children and (3) untreated
controls (n¼ 8; four males, four females; Table 1). Purified
IgG (15–20 mg) diluted in 3 ml of sterile saline was delivered
intravenously following sedation with ketamine (10 mg kg–1)
on gestational day 30, 44, 58, 72, 86, 100 (normal gestation
is 165 days). Experimental infants (IgG-ASD, IgG-CON and
untreated controls) were raised with their mothers in
standard home cages and weaned at 6 months of age.
Offspring were provided 3-h daily access to a social rearing
group as described in the Supplementary Material.
Neuroimaging. All MR imaging was performed at the
University of California Davis Imaging Research Center
using a 1.5 T GE Signa Horizon LX NV/I MRI system (GE
Medical Systems, Waukesha, WI, USA). IgG exposed
offspring underwent MRI scanning at six time points: 1 week,
1 month, 3 months, 6 months, 1 year and 2 years of age.
MRIs from the male IgG-ASD37/73kDa offspring (n¼ 4) were
Table 1 Experimental groups
Experimental
group
Behavioral data
0–6 months
Behavioral data
6–24 months
MRI analyses Rearing conditions Role on project
IgG-ASD37/73kDa n¼ 8 (4 males,
4 females)
n¼8 (4 males,
4 females)
n¼4 males Maternally reared with daily access to a peer
group consisting of treated (n¼2) and control
offspring (n¼2).
Longitudinal behavior
and MRI
IgG-CONa n¼ 7 (2 males,
5 females)
n¼7 (2 males,
5 females)
n¼2 males Maternally reared with daily access to a peer
group consisting of treated (n¼2) and control
offspring (n¼2).
Longitudinal behavior
and MRI
Untreated
controlsa,b,c
n¼ 9 (5 males,
4 females)
n¼7 (4 males,
3 females)
n¼4 males Maternally reared with daily access to a peer
group consisting of treated (n¼2) and control
offspring (n¼2).
Longitudinal behavior
(MRI only at 2-year
time point)
MRI libraryd NA NA n¼5 males Maternally reared in separate field cage project. Longitudinal MRI only
Abbreviations: ASD, autism spectrum disorder; IgG, immunoglobulin G; MRI, magnetic resonance imaging; NA, not applicable.
aOwing to limited availability of male fetuses, the original IgG-CON group included five female and three male fetuses. One of the male IgG-CON pregnancies
spontaneously aborted and was subsequently replaced with an untreated mother–infant pair. Data collected from 0 to 6 months thus included seven IgG-CON
animals and nine untreated controls. bTwo untreated controls were removed from the project at 6 months of age because of poor weight gain/failure to thrive and were
replaced with two age-matched colony animals. The replacement animals were accepted into their rearing groups; however, given that they had experienced a
different rearing environment for the first 6 months of life, they were not included in the behavior or MRI studies from 6 to 24 months. cMRI only collected at final 2-year
time point because of funding restrictions. dThe archived MRI data were obtained from a previous study and thus not included in the rearing groups or behavioral data
collection associated with this study.
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compared with a combined control group consisting of male
IgG-CON (n¼ 2) and archived MRI data from an existing
library of outdoor colony animals that were matched for age,
sex and weight parameters (n¼ 5). The indoor, untreated
controls were not scanned at the first five time points. To
ensure that the differences in total brain volume were not
attributable to unanticipated environmental factors, we also
collected MRI data from available indoor, untreated male
controls animals (n¼ 4) at the final MRI time point (2 years of
age). Significant findings were unaltered with the addition of
the four indoor, untreated animals, therefore data in Figure 6
and Table 6 are presented using the same control group
(n¼ 7) that was used for the longitudinal model. All MRI
image sets underwent partial correction for intensity in
homogeneity. Total brain volume was acquired by manually
tracing the brain, including cerebellum and brainstem, using
Analyze 11.0 Software (Biomedical Imaging Resource at the
Mayo Clinic). To acquire lobar volumes, a single subject’s
MRI scan served as a template on which the lobes of the
cerebrum were delineated. The lobes were manually traced
on the template brain (see Supplementary Methods), then
propagated onto each subject via an affine registration
followed by a cubic B-spline high-dimensional warping pro-
cedure (Imaging of Demential & Aging (IDeA) Lab: High
Dimensional Warping using Cubic B-Splines - http://idealab.
ucdavis.edu/software/spline_warp.php).
Behavioral observations. Behavioral data were collected
on all animals throughout the first 2 years of life using
assays from our standardized infant rhesus developmental
battery16–19 summarized in Table 2. All data were collected
using the Observer software (Noldus, Sterling, VA, USA)
by trained observers demonstrating an inter-observer
reliability485% (agreements/(agreementsþ disagreements)
 100) who were blind to the experimental condition of the
offspring. Unless noted in the detailed Supplementary
Material description, behavioral data were collected using
focal animal samples20 in a pre-determined pseudo-random
order using a catalog of behaviors commonly used for this
species (Supplementary Table S1).
Statistical analysis. Preliminary analyses revealed that
behaviors of the control IgG monkeys and the untreated
control monkeys were very similar. They were thus pooled
to form a single control group. Statistical analyses used
a linear model approach. Transformations were performed
if the normality assumption of the data appeared to be
violated. In cases where transformations were not success-
ful, behaviors were dichotomized into present or absent.
For behaviors collected repeatedly for an animal, random-
effects regression models21 were used to test group
differences and assess whether covariates were related to
these variables. This approach allowed the use of all
available data for each animal, while accounting for the
correlated nature of the data because of the repeated
measurements. Similar random-effects models were used
to analyze the MRI data. Age was log transformed to improve
the linearity of the relationship between brain volume and
age. For the paradigms with only one observation per animal,
linear or logistic (in the case of dichotomized variables)
regression models were used. Residual analyses and
graphical diagnostics were used to check the validity of all
model assumptions. All statistical analyses were implemen-
ted in SAS Version 9.3 (SAS Institute, Cary, NC, USA). See
Supplementary Material for in-depth description of the
models used.
Results
For the sake of brevity, only significant behavioral results
obtained from the comprehensive behavioral assessment
(Table 2) are presented in detail. See Supplementary Material
for behavioral definitions (Supplementary Table S1) and
in-depth description of the statistical models used.
Infant development measures. There were no differences
in physical growth, neonatal motor or reflex development,
adrenal activity, repetitive behaviors, development of threat
detection (Supplementary Table S2), attachment to the
mother, response to novel objects, activity level, dominance
rank or fear and aggression related behaviors (data not
shown).
Pre-weaning group observations (0–6 months). Com-
pared with controls, the IgG-ASD37/73kDa offspring were more
frequently approached by their mothers (Po0.01), they were
more commonly in close proximity (P¼ 0.03) to them, and
they were more often contacted (Po0.01) by their mothers
(Figure 1; Table 3; Supplementary Table S3). There was no
group difference in the amount of time spent interacting with
other animals in their rearing group (Supplementary Table
S4; Figure 1; Table 3).
Post-weaning group observations (6–12 months). IgG-
ASD37/73kDa offspring were similar to controls in their
frequencies of all behaviors initiated and received (see
ethogram Supplementary Table S1), with one notable excep-
tion. IgG-ASD37/73kDa offspring consistently deviated from
species-typical behavior by more frequently approaching
infants in their rearing group (Figure 2a; Table 4). For each
5-minute observation period, the IgG-ASD37/73kDa initiated
two more approaches (P¼ 0.02) than similar aged controls.
The IgG-ASD37/73kDa actually increased their approaches
to other animals as they got older while control animals
remained relatively stable. Despite the increased frequency
of approaches, there were no differences in the frequency of
other affiliative behaviors (such as playing or grooming) that
generally follows an approach (Supplementary Table S5).
It was also striking that the increased approaches from the
IgG-ASD37/73kDa offspring were not reciprocated because
there was no difference in the frequency of affiliative
behaviors received by the IgG-ASD37/73kDa animals or in
the duration of social interactions (Supplementary Table S6).
There was actually a trend for the IgG-ASD37/73kDa offspring
to receive less grooming from other animals than the control
animals received (P¼ 0.08).
Juvenile group observations (12–18 months). As the
IgG-ASD37/73kDa offspring matured, they continued to
demonstrate deviant social behavior by approaching familiar
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peers more frequently (Figure 2b; Table 4). For each
5-minute observation period, the IgG-ASD37/73kDa initiated
four more approaches (P¼ 0.01) than similar age
controls. Within each of the 5-min observation periods, the
IgG-ASD37/73kDa initiated approximately two more physical
contacts (P¼ 0.01) than similar age controls. However, the
IgG-ASD37/73kDa did not generate an increased frequency of
affiliative behaviors that required sustained interaction (all
P40.11; Supplementary Table S7). Moreover, as when the
animals were younger, they did not receive any greater social
interactions from their peers. In fact, there was a trend for the
IgG-ASD37/73kDa offspring to receive fewer approaches and
proximity from their peers (P¼ 0.08 and 0.09, respectively).
Although the IgG-ASD37/73kDa were approaching other
animals more, there was no overall difference in the amount
of time spent interacting with other animals (Supplementary
Table S8).
To examine the relationship between initiating and receiv-
ing social gestures, we combined scores for all affiliative facial
expressions, vocalizations, and body movements (Supple-
mentary Table S1) initiated and received into composite
scores. We found that the control subjects demonstrated
a significant positive correlation (r¼ 0.69, Po0.01) between
the number of affiliative behaviors that they produced and
the number that they received. This was not true, however, for
the IgG-ASD37/73kDa offspring (r¼  0.20, P¼ 0.63; Figure 3).
Although the IgG-ASD37/73kDa generated more social
gestures, they were not reciprocated by the untreated animals
(Figures 2 and 3; Table 4).
Novel dyadic interactions. To this point, we have des-
cribed the social interactions of the experimental animals
with conspecifics that they knew well. We also evaluated
their social interactions with eight novel, age-matched
conspecifics. Consistent with the earlier observations, the
IgG-ASD37/73kDa offspring approached the unfamiliar part-
ners more frequently (Figure 2c; Table 5) than control
animals. But again, there were no differences in the
frequency of reciprocal social interactions (Supplementary
Table S9). Moreover, the IgG-ASD37/73kDa offspring did
not differ from controls in the total duration of time spent
interacting with unfamiliar conspecifics (Supplementary
Table S10).
Three-chambered social approach. We have developed a
task that is modeled after the sensitive rodent assay of
sociability developed by Crawley et al.38–41 This task allows
Figure 1 Immunoglobulin G (IgG)-autism spectrum disorder (ASD) offspring
receive approach, contact and proximity more frequently from their mothers during
daily rearing group socialization. Bars represent the mean frequency±s.e.m. per
5-min observation period across all observations from 0 to 6 months of age.
*Po0.05.
Table 3 Descriptive summary of mother–infant interactions
IgG-ASD (n¼ 8) Control (n¼ 16)
Mean
(s.d.)
Median
(range)
Mean
(s.d.)
Median
(range)
Behaviors a
Approach
from mom
0.7 (0.4) 0.7 (0.2–1.3) 0.4 (0.2) 0.4 (0.0–0.8)
Contact
from mom
0.7 (0.3) 0.7 (0.2–1.1) 0.4 (0.2) 0.3 (0.0–0.9)
Proximity
from mom
0.4 (0.2) 0.4 (0.1–0.5) 0.2 (0.1) 0.2 (0.1–0.5)
Abbreviations: ASD, autism spectrum disorder; IgG, immunoglobulin G.
Summary of the behaviors’ frequency for the IgG-ASD and control monkeys.
aBehaviors were first averaged within an animal over the same period of time
(from 9 to 27 weeks).
Figure 2 Immunoglobulin G (IgG)-autism spectrum disorder (ASD) offspring
consistently deviate from species-typical social interactions by more frequently
approaching familiar and unfamiliar peers. Bars represent the mean frequency
±s.e.m. per 5-min observation period across all observations. (a) Approach to
familiar peers during daily post-weaning group observations 6–12 months of age.
(b) Approach to juvenile familiar peers during daily juvenile group observations 12–
18 months of age. (c) Approach to unfamiliar peers during unconstrained novel
dyads at 12 months of age. (d) Approach to unfamiliar peers housed in a stimulus
cage during the three-chambered social approach assay at 16 months of age.
*Po0.05.
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an animal to choose to spend time in a chamber with a
conspecific (the ‘stimulus’ monkey) or in a chamber with an
empty cage. All subjects, irrespective of experimental
condition, spent significantly more time in the chamber with
the novel conspecific compared with the chamber containing
the empty cage (Supplementary Table S11). However, IgG-
ASD37/73kDa offspring approached and contacted the cage
with the animal enclosed nearly twice as frequently as the
control animals (Table 5; both P¼ 0.02; Figure 2d). The
abnormal approach behavior was specific to the social cage
because there were no differences in the frequency of
approaching the empty cage (P¼ 0.49). Despite the increa-
sed frequency of approach, the IgG-ASD37/73kDa offspring did
not remain near the stimulus monkey for the 3 s required to
score ‘proximity’ (Supplementary Table S12; Table 5).
Neuroimaging. Initial analyses of volumetric imaging data
that included male and female animals did not produce
significant developmental differences. However, recent data
that we have acquired on alterations of developmental brain
trajectories in children with autism indicate that there are
substantial differences in the neuropathology of boys and
girls with ASD.42 This prompted us to carry out separate
analyses with male and female subjects. Although we have
not identified differences in female subjects, very interesting
findings emerged from our analyses of male subjects and we
will restrict our remaining comments to these analyses. MRIs
from the male IgG-ASD37/73kDa offspring (n¼ 4) were
compared with a combined control group consisting of male
IgG-CON (n¼ 2) and archived MRI data from an existing
library of outdoor colony animals (n¼ 5) that were matched
for age, sex and weight parameters. Trajectories of brain
volume development in the male subjects from 1 week to
2 years were estimated using mixed-effects regression
Table 4 Descriptive summary of familiar peer interaction frequency for post-
weaning group (6–12 months) and juvenile group (12–18 months) observation
periods
IgG-ASD (n¼8) Control (n¼14)
Mean
(s.d.)
Median
(range)
Mean
(s.d.)
Median
(range)
Post-weaning groupa: behaviors directed to peers
Approach 11.1 (2.3) 10.9 (6.9–14.7) 8.8 (1.8) 8.9 (5.4–12.2)
Contact 5.9 (1.8) 5.3 (4.0–9.6) 4.9 (1.2) 4.7 (3.3–7.5)
Proximity 2.1 (0.7) 2.2 (1.0–3.0) 1.8 (0.5) 1.8 (1.1–2.5)
Groom 0.3 (0.1) 0.3 (0.1–0.5) 0.3 (0.2) 0.3 (0.0–0.6)
Play 9.4 (2.3) 10.0 (5.6–12.4) 7.5 (2.7) 8.0 (1.9–11.9)
Post-weaning groupa: behaviors received from peers
Approach 7.5 (1.4) 7.6 (5.2–9.9) 7.9 (2.3) 8.6 (4.0–12.9)
Contact 4.3 (0.9) 3.9 (3.3–6.0) 4.7 (1.5) 5.0 (2.2–6.7)
Proximity 1.1 (0.3) 1.1 (0.7–1.7) 1.4 (0.4) 1.3 (0.7–2.2)
Groom 0.2 (0.2) 0.1 (0.0–0.5) 0.3 (0.2) 0.3 (0.1–0.6)
Play 7.5 (1.8) 8.0 (5.0–10.5) 7.0 (2.9) 6.2 (2.3–13.4)
Juvenile group: behaviors directed to peers
Approach 13.9 (3.4) 13.8 (7.6–18.3) 9.8 (2.4) 9.5 (4.9–15.2)
Contact 7.8 (1.9) 7.7 (4.3–10.3) 5.5 (1.8) 4.9 (3.4–8.6)
Proximity 2.1 (0.5) 2.3 (1.3–2.7) 1.7 (0.4) 1.8 (1.1–2.4)
Groom 0.4 (0.4) 0.3 (0.0–1.3) 0.2 (0.2) 0.2 (0.0–0.6)
Play 10.5 (2.9) 9.9 (6.6–14.5) 8.1 (3.9) 8.2 (2.2–14.3)
Juvenile group: behaviors received from peers
Approach 8.9 (1.7) 9.0 (6.3–11.4) 10.6 (2.7) 10.7 (4.7–14.2)
Contact 4.7 (1.5) 4.3 (3.1–7.4) 5.9 (2.0) 5.6 (2.5–10.5)
Proximity 1.4 (0.4) 1.3 (1.0–2.1) 1.5 (0.5) 1.5 (0.5–2.4)
Groom 0.3 (0.2) 0.3 (0.1–0.5) 0.4 (0.5) 0.3 (0.0–1.8)
Play 8.8 (2.0) 8.5 (5.5–12.2) 8.7 (3.7) 8.5 (3.1–15.8)
Abbreviations: ASD, autism spectrum disorder; IgG, immunoglobulin G.
Summary of the averagea frequency of behaviors for the IgG-ASD and control
monkeys.
aBehaviors were first averaged within each monkey, from 32 to 50 weeks.
Figure 3 Unlike control juveniles, immunoglobulin G (IgG)-autism spectrum
disorder (ASD) juveniles fail to show a species-typical correlation between the total
number of affiliative behaviors initiated and the total number of affiliative behaviors
received from peers. Total affiliative behaviors represent a composite score
of all positive vocalizations (coo, grunt, girney), facial expressions (lipsmack, play,
threat) and movements (approach, follow, play, groom, mount, approach, contact,
proximity) not associated with negative behaviors (aggressive contact, and so on).
Figure 4 Immunoglobulin G (IgG)-autism spectrum disorder (ASD) males
demonstrate a higher rate of brain growth resulting in significant differences in total
brain volume emerging between 3 and 6 months of age.
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models (Supplementary Table S13). As illustrated in
Figure 4, the two groups of male monkeys had similar
brain volumes at 1 week of age, but the rate of growth
was significantly faster in the IgG-ASD37/73kDa offspring
(P¼ 0.01). The precocious growth of the IgG-ASD37/73kDa
animals resulted in significant group differences in total brain
volume that emerged between 3 and 6 months of life. At 2
years, the mean total brain volume of the IgG-ASD37/73kDa
was 7072 mm3 greater than the control animals (P¼ 0.01).
For the 2-year data, we investigated whether the major
cerebral lobes of the brain were contributing equally to the
increased size (Table 6). Further analyses explored whether
the group differences observed in brain volume were
generalized across the four lobes (Figure 5). Wilcoxon exact
tests revealed that the male IgG-ASD37/73kDa offspring had
increased frontal (P¼ 0.04), occipital (P¼ 0.04), but not
parietal (P¼ 0.11) and temporal lobes (P¼ 0.11). We also
evaluated whether the increased brain volume was prefer-
entially associated with increases in gray or white matter. We
found a significant difference in total white matter volume
(P¼ 0.01) and a trend difference in gray matter volume
(P¼ 0.08; Figure 6). IgG-ASD37/73kDa offspring had
increased frontal (P¼ 0.01), occipital (P¼ 0.04) and parietal
Table 5 Descriptive summary of novel peer interaction frequency for
unconstrained novel dyads (12 months) and three-chambered social approach
(16 months)
IgG-ASD (n¼8) Control (n¼14)
Mean
(s.d.)
Median
(range)
Mean
(s.d.)
Median
(range)
Novel dyadsa: behaviors directed to novel peers
Approach 9.2 (2.1) 9.4 (6.0–11.4) 6.9 (2.5) 7.4 (2.8–10.8)
Contact 3.4 (1.7) 2.8 (1.9–6.7) 2.6 (1.4) 2.9 (0.7–5.3)
Proximity 2.4 (1.2) 2.0 (1.2–4.5) 2.0 (1.0) 2.1 (0.7–3.8)
Groom 0.0 (0.0) 0.0 (0.0–0.1) 0.1 (0.1) 0.0 (0.0–0.4)
Play 1.6 (2.2) 0.5 (0.0–6.2) 0.8 (1.2) 0.1 (0.0–4.6)
Novel dyadsa: behaviors received from novel peers
Approach 1.9 (0.9) 1.9 (0.6–3.0) 2.0 (0.9) 2.0 (0.5–3.5)
Contact 1.0 (0.7) 0.9 (0.2–2.2) 1.0 (0.6) 1.0 (0.2–2.2)
Proximity 0.5 (0.4) 0.4 (0.1–1.1) 0.4 (0.3) 0.4 (0.0–0.9)
Groom 0.0 (0.0) 0.0 (0.0–0.1) 0.1 (0.2) 0.1 (0.0–0.6)
Play 0.8 (0.8) 0.3 (0.0–2.0) 0.4 (0.6) 0.2 (0.0–2.0)
Three-chambered social approachb,c: behaviors directed to novel
peer in cage
Approach 19.2 (4.3) 18.0 (14.5–28.0) 10.8 (5.4) 9.5 (1.5–22.0)
Contact 16.6 (6.4) 18.0 (4.9–24.0) 8.4 (4.5) 7.5 (0.5–19.0)
Proximity 4.1 (2.2) 4.0 (0.0–70–7.5) 3.8 (3.0) 3.5 (0.5–12.5)
Abbreviations: ASD, autism spectrum disorder; IgG, immunoglobulin G.
Summary of the averagea frequency of behaviors for the IgG-ASD and control
monkeys.
aBehaviors were first averaged within each monkey, from the behaviors
exhibited by an animal across the eight different stimulus monkeys. bAverages
calculated after behaviors were first averaged within each monkey, from
behaviors exhibited during two different days (presented as average behavior
per 10-min trial). cAs the stimulus animal was constrained in a small cage, the
behavioral definitions were modified for the three-chambered social approach
paradigm as follows: Approach, move within arm’s reach of the cage containing
the unfamiliar peer; Contact, contact the cage containing the unfamiliar peer;
Proximity, remain within arm’s reach of the cage containing the unfamiliar peer.
Figure 5 Parcellation of five cerebral lobes: frontal (red), cingulate (purple), temporal (green), parietal (yellow), occipital (blue) on the lateral and medial surface on an
magnetic resonance imaging (MRI) three-dimensional reconstruction of the macaque brain. Coronal images from rostral (left) to caudal (right) indicating segmentation of lobes
into gray (dark exterior color band) and white (light interior color) matter within each lobe parcellation.
Figure 6 At two years of age, IgG-ASD male offspring demonstrate (a) trend
towards increased total gray matter and (b) significantly more white matter than
controls. *Po0.05.
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(P¼ 0.02) white matter volumes (Figures 4, 5 and 6;
Table 6).
Discussion
Anti-fetal brain antibodies directed at proteins of 37 and
73 kDa molecular weight are found in approximately 12% of
mothers who have children with ASD, but not in mothers of
typically developing children.7,8 We have hypothesized that
these anti-brain antibodies cross from the mother through the
placenta and the immature fetal blood–brain barrier,43,44 bind
antigens expressed in the fetal brain, disrupt neurodevelop-
ment and ultimately contribute to one form of ASD. If the
antibodies are pathologically significant in ASD, we would
predict that monkeys prenatally exposed to the antibodies
would exhibit perturbations in behavior related to the
diagnostic features of ASD.38,45 We would also predict that
some of the abnormal patterns of brain development identified
in children with ASD46 might also be observed in the monkey
model. We report here evidence both of aberrant social
development and abnormal brain growth in monkeys exposed
to the human anti-brain antibodies. These outcomes are
supportive of our hypothesis that the antibodies are patho-
genic for one form of autism.
Before discussing the significance of these findings to
the etiology of ASD, it is important to indicate the limitations
of the present experiments. Many of these limitations are a
result of the paradox of conducting research in nonhuman
primates. Although the macaque monkey is an ideal model for
analysis of human neuropsychiatric disorders because of
similarities in brain organization and cognitive and social
function with human beings, there are ethical and pragmatic
considerations that limit what is feasible in the development
of a nonhuman primate model. The primary limitation of this
study is the small sample size. This is particularly true for
the imaging results which, we discovered during these
studies, are apparent only in the male subjects. An essential
next step is to replicate these findings with a sample of
male subjects sizable enough to carry out both more
sophisticated imaging studies as well as histopathological
studies aimed at investigating the neural substrates of the
abnormal brain growth. Another limitation of this study is that it
is largely descriptive and we are not able to provide a
mechanistic explanation of how the administered antibodies
disrupt brain development leading to altered postnatal
behavior. In fact, neither we, nor anyone else, have data
indicating the efficiency with which maternal antibodies enter
the fetal brain. In addition, while exogenously administered
antibodies are a first step in developing this maternal immune
model, the ideal replication of the human condition would
be to have female rhesus monkeys produce antibodies
themselves to the identified antigens in order to have titer of
antibody circulating throughout the entire pregnancy. Non-
human primate studies are inherently lengthy and costly and
the development of this model will necessitate an iterative
process that will increasingly approximate the human
condition.
In spite of these limitations, specific changes in behavior
and brain development were found in the macaque offspring
prenatally exposed to the 37/73 kDa antibodies. Our first
indication of differences between the groups was that the
macaque mothers responded to their IgG-ASD37/73kDa off-
spring with heightened protectiveness during early develop-
ment. Compared with control offspring, the IgG-ASD37/73kDa
offspring were more frequently approached and contacted by
their mothers and they were more commonly in close
proximity to their mothers in peer groups. The behaviors of
the IgG-ASD37/73kDa offspring mothers are consistent with a
protective maternal style that has been well documented in
macaques and other nonhuman primates.47 Although it is
possible that the eight mothers randomly assigned to the IgG-
ASD37/73kDa treatment group were innately more protective,
this seems unlikely as there were no systematic differences in
maternal characteristics such as age, previous maternal
experience or dominance status that might be associated
with over protection.48 Another possibility is that the IgG-
ASD37/73kDa antibody injections somehow directly altered the
mothers’ behavior, though this too seems unlikely given that
the mature blood–brain barrier would likely inhibit access of
the antibodies into their brains. The protective maternal style
was observed only when other animals were present,
suggesting that the mothers perceived a greater risk to their
infants in the context of the group interaction.47 It is plausible
that the mothers detected subtle behavioral abnormalities in
the IgG-ASD37/73kDa offspring that eluded our observations,
but nonetheless induced them to adopt a more protective
maternal style.
The nature of behavioral perturbations in an animal model
of ASD may be complex and species-specific, especially in
the social and communication domains. In mice, for example,
the default response to an unfamiliar conspecific is to
approach and investigate. Thus, decreased time spent
investigating a novel animal is taken as evidence of
diminished sociability.38 The social protocol for nonhuman
Table 6 Two-year old MRI
IgG-ASD (n¼4) Control (n¼ 7) P-value
Frontal lobe 25 289 (1160) 23 178 (1437) 0.04
Frontal gray 18 987 (944) 17 534 (1105) 0.16
Frontal white 6302 (250) 5644 (395) 0.01
Parietal lobe 16 555 (683) 15 217 (1358) 0.11
Parietal gray 12 119 (548) 11 208 (1054) 0.16
Parietal white 4437 (147) 4009 (313) 0.02
Temporal lobe 15 300 (868) 14 400 (1130) 0.11
Temporal gray 11 939 (785) 11 189 (856) 0.11
Temporal white 3360 (97) 3211 (287) 0.32
Occipital lobe 15 989 (725) 14 405 (855) 0.04
Occipital gray 12 245 (499) 11 048 (701) 0.02
Occipital white 3744 (236) 3356 (191) 0.04
Cingulate cortex 2543 (309) 2217 (278) 0.16
Total cortical gray 57 442 (2873) 52 857 (3620) 0.07
Total cortical white 18 233 (545) 16 560 (1145) 0.02
Abbreviations: ASD, autism spectrum disorder; IgG, immunoglobulin G;
MRI, magnetic resonance imaging.
Male IgG-ASD monkeys have significantly larger frontal and occipital lobes.
Total white matter volume was also significantly larger in the IgG-ASD and trend
level difference in total gray matter.
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primates is much more complex and nuanced. For rhesus
monkeys, the decision to approach and interact with another
animal depends on a number of internal and external factors
such as temperament, rank of the social partner or the
presence of kin.49–53 Deviations from species-typical social
behaviors, such as immediately approaching an unfamiliar
conspecific or behaving impulsively with familiar animals, are
consistently associated with negative outcomes, such as
serious aggression, in a number of nonhuman primate
species.54–61 This is why it is so unusual that across multiple
paradigms, we observed the IgG-ASD37/73kDa offspring to
more frequently approach both familiar and unfamiliar peers.
Following weaning from the mothers at 6 months, IgG-
ASD37/73kDa offspring were observed to approach familiar
peers more frequently than controls during daily group
socialization time. The abnormal social approach was only
directed to age-matched conspecifics (and not adults) and
was not associated with global changes in activity or
exploration. Although an increase in approach to peers may
initially be perceived as heightened sociability, closer exam-
ination of the behavior revealed that the approach to peers by
the IgG-ASD37/73kDa offspring was not effective in eliciting
social interaction. An approach is scored when the animal
under observation moves within arm’s length of another
animal. Animals that approach more frequently would thus
have more opportunity to initiate sustained social interactions,
such as play or grooming. In spite of the increased opportunity
to interact with peers, however, the approaches failed to
manifest in sustained social interactions. As the animals
matured, control offspring demonstrated a positive correlation
between the frequencies of affiliative behaviors initiated
and received. This is what would be expected if these
gestures are intended to engage the peer in reciprocal social
interaction. In contrast, the IgG-ASD37/73kDa animals gene-
rated unreciprocated social approaches. We could not
determine why the approaches were not reciprocated. Likely
there were subtleties in the demeanor of the IgG-ASD37/73kDa
subjects that dissuaded their peers from engaging in the
proffered social interactions. The instances of increased peer
approach described above occurred during interactions with
familiar conspecifics from their natal rearing group, which
posed little threat to the IgG-ASD37/73kDa offspring. Even more
surprisingly, the same pattern of increased peer approach
was observed during interactions with unfamiliar conspecifics
during dyadic interactions and again during the three-
chamber social approach assay. Inappropriately approaching
a novel animal is highly unusual and potentially dangerous for
rhesus monkeys61,62 and reflects a clear deviation from
species-typical social development.
Are the observed deviations from macaque social devel-
opment relevant to human ASD? The social and communica-
tion deficits described in the proposed Diagnostic and
Statistical Manual of Mental Disorders (5th edn; DSM-5)
diagnosis for ASD include: (1) deficits in social–emotional
reciprocity, (2) deficits in nonverbal communicative behaviors
used for social interaction and (3) deficits in developing and
maintaining relationships, appropriate to developmental level.
Although deficits in social and emotional reciprocity are a
diagnostic feature of ASD, manifestation of these social
impairments varies greatly among individuals with ASD. In
recognition of the complexity of social impairments, Wing and
Gould63 proposed a system to categorize three common
subtypes of social interaction styles within the ASD popula-
tion: aloof, passive and active-but-odd. Although both the
aloof and passive subtypes were described as rarely initiating
social approaches to others, members of the active-but-odd
subgroup were described as making spontaneous social
approaches to others, but in a naive and one-sided manner.
Subsequent studies relying on parental questionnaires,64–67
diagnostic tools68 and direct observations69 have confirmed
these subtypes within the ASD patient population. We
suggest that the inappropriate social approach behaviors
observed in the animal model are highly reminiscent of the
active-but-odd subtype of social interaction style. Moreover,
the lack of reciprocal affiliative interactions observed in the
IgG-ASD monkeys parallels the reciprocity deficits described
in the DSM-5 as ‘ranging from abnormal social approach and
failure of normal back and forth conversation through reduced
sharing of interests, emotions, and affect and response to total
lack of initiation of social interaction’. Although we recognize
that the rhesus macaque behaviors are, at best, rough
approximations of human social interactions, recent studies
have highlighted the importance of reciprocity in forming and
maintaining ‘friendships’ among juvenile macaque mon-
keys.70 Reciprocal interactions between juvenile monkeys
are more likely to persist over time compared with unidirec-
tional interactions that are primarily initiated by one individual.
Reciprocity is also a key component of establishing and
maintaining friendships in typically developing human chil-
dren, and has been consistently noted as a deficit in children
with ASD.71–73
The notion that prenatal exposure to autism-specific
antibodies alters normal development is corroborated by
our MRI data demonstrating increased brain volumes in male
IgG-ASD37/73kDa offspring. These data are consistent with
numerous reports from human neuroimaging demonstrating
that increased brain size is found in boys with ASD.42,74–78
Analysis of our longitudinal MRI data revealed significant
group differences in brain volume that emerge between 3 and
6 months of age. This age in monkeys is roughly equivalent to
a 2-year-old child—a period where numerous MRI studies
have documented accelerated brain growth in human children
with ASD. It is important to note, however, that increased brain
size is not found in all children with ASD. Nordahl et al.42 have
found that approximately 10% of boys with ASD have
megalencephaly whereas few, if any, girls demonstrate that
abnormal growth pattern. The most striking convergence
between the monkey model and clinical population comes
from an analysis of MRI data from children with ASD born to
mothers who have the 37/73 kDa antibodies. Volumetric
evaluation of the MRI data indicate that male children with
autism who were exposed prenatally to the same 37/73 kDa
antibodies have significantly larger brains than male children
with autism born to mothers without the 37/73 kDa antibodies
and typically developing control groups.79 Similar to the
situation with children with ASD, we found that differences in
brain volume were accounted for predominantly by increases
in the frontal lobe, most notably of frontal lobe white matter.
Consistent with our findings of increased cortical white matter
in male IgG-ASD37/73kDa offspring, excess superficial/radiate
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white matter has been reported in older children and
adolescents with ASD.80–84
Although the convergence of abnormal brain growth in both
clinical populations and the nonhuman primate model lends
credence to this animal model, there are many unanswered
questions remaining. For example, it is not clear why prenatal
exposure to these antibodies would alter brain volume in
males, but not females, when both males and females have
altered behavioral profiles. We also do not understand the
mechanism by which prenatal exposure to maternal anti-
bodies leads to larger brain size. Maternal IgG can be
detected in human fetal circulation as early as 13 weeks of
gestation85,86—a time that coincides with both neurogenesis
and neuronal migration, followed by a dramatic increase in
placental transport of maternal IgG throughout mid to late
pregnancy87–89—overlapping with neuronal differentiation,
synaptogenesis, dendritic and axonal arborization, myelina-
tion and apoptosis. Slight alterations in any of these
processes could dramatically disrupt the trajectory of brain
development. Although we do not know how, or when, these
autoantibodies develop, retrospective analysis of banked
blood samples indicate that a subset of mothers of children
with ASD have anti-brain antibodies in their circulation during
pregnancy90 and these antibodies can remain in circulation for
as long as 18 years after the pregnancy.91
Although we are still at a relatively early stage with the
development of this model, we find the promise to be twofold:
(1) this program is the first to utilize nonhuman primates to
test a specific etiology of ASD that is derived directly from
patient populations. Potential outcomes of this model are the
development of diagnostic procedures for autism risk factors
and a viable model for implementing therapeutic interventions
and preventative measures that could be quickly adapted for
human patients. (2) This nonhuman primate model will allow,
for the first time, a histological evaluation of the neural
changes associated with precocious brain growth that is a
consistent, albeit not universal, feature of human ASD.
Identification of the cellular and molecular mechanisms
underlying the abnormal brain growth in the animal model
will allow us to potentially identify the neural circuits disrupted
in at least one form of ASD. This vital information could
provide targets for pharmacological interventions that
may limit, reverse or prevent the course of behavioral
pathology associated with this and perhaps other forms of
the disorder.
Conflict of interest
Drs Van de Water and Amaral are members of the scientific
advisory board for Pediatric Bioscience, a company that has
licensed the maternal antibody technology from UC Davis.
Pediatric Bioscience did not contribute in any way to the
current studies. The remaining authors declare no conflict of
interest.
Acknowledgements. This research was supported by funding from the
National Institute of Mental Health (R01MH80218). Additional support was provided
by the base grant (RR00169) of the California National Primate Research Center.
Human subject serum collection was supported by the UC Davis MIND Institute Pilot
Grant Program and the National Center for Research Resources, National Institutes
of Health, through grant #UL1 RR024146. Special acknowledgements are due for
the Research Services and Primate Medicine staff at the California National Primate
Research Center for care of the animals, J Buser, G Moadab and A Lopez for
behavioral data collection and J Bennett, S Liston for MRI data collection and
K Wells for MRI analyses. Biobehavioral assessments of the macaque offspring
were carried out by Dr John Capitanio and funded in part by the National Center for
Research Resources (R24RR019970 to JPC and P51RR000169 to CNPRC)
and is currently supported by the Office of Research Infrastructure Programs/
OD (R24OD010962 and P51OD011157, respectively).
1. Autism and Developmental Disabilities Monitoring Network Surveillance Year 2006
Principal Investigators; Centers for Disease Control and Prevention (CDC). Prevalence of
autism spectrum disorders—Autism and Developmental Disabilities Monitoring Network,
United States, 2006. MMWR Surveill Summ 2009; 58: 1–20.
2. Hallmayer J, Cleveland S, Torres A, Phillips J, Cohen B, Torigoe T et al. Genetic heritability
and shared environmental factors among twin pairs with autism. Arch Gen Psychiatry
2011; 68: 1095–1102.
3. Garty BZ, Ludomirsky A, Danon YL, Peter JB, Douglas SD. Placental transfer of
immunoglobulin G subclasses. Clin Diagn Lab Immunol 1994; 1: 667–669.
4. Brueton LA, Huson SM, Cox PM, Shirley I, Thompson EM, Barnes PR et al. Asymptomatic
maternal myasthenia as a cause of the Pena-Shokeir phenotype. Am J Med Genet 2000;
92: 1–6.
5. Tincani A, Nuzzo M, Motta M, Zatti S, Lojacono A, Faden D. Autoimmunity and pregnancy:
autoantibodies and pregnancy in rheumatic diseases. Ann N Y Acad Sci 2006; 1069:
346–352.
6. Vincent A, Newland C, Brueton L, Beeson D, Riemersma S, Huson SM et al.
Arthrogryposis multiplex congenita with maternal autoantibodies specific for a fetal antigen.
Lancet 1995; 346: 24–25.
7. Braunschweig D, Ashwood P, Krakowiak P, Hertz-Picciotto I, Hansen R, Croen LA et al.
Autism: maternally derived antibodies specific for fetal brain proteins. Neurotoxicology
2008; 29: 226–231.
8. Braunschweig D, Duncanson P, Boyce R, Hansen R, Ashwood P, Pessah IN et al.
Behavioral correlates of maternal antibody status among children with autism. J Autism
Dev Disord 2011; 42: 1435–1445.
9. Dalton P, Deacon R, Blamire A, Pike M, McKinlay I, Stein J et al. Maternal neuronal anti-
bodies associated with autism and a language disorder. Ann Neurol 2003; 53: 533–537.
10. Singer HS, Morris C, Gause C, Pollard M, Zimmerman AW, Pletnikov M. Prenatal exposure
to antibodies from mothers of children with autism produces neurobehavioral alterations: a
pregnant dam mouse model. J Neuroimmunol 2009; 211: 39–48.
11. Braunschweig D, Golub MS, Koenig CM, Qi L, Pessah IN, Van de Water J et al. Maternal
autism-associated IgG antibodies delay development and produce anxiety in a mouse
gestational transfer model. J Neuroimmunol 2012; 252: 56–65.
12. Capitanio JP, Emborg ME. Contributions of non-human primates to neuroscience
research. Lancet 2008; 371: 1126–1135.
13. Watson KK, Platt ML. Of mice and monkeys: using non-human primate models to bridge
mouse- and human-based investigations of autism spectrum disorders. J Neurodev
Disorders 2012; 4: 21.
14. Martin LA, Ashwood P, Braunschweig D, Cabanlit M, Van de Water J, Amaral DG.
Stereotypies and hyperactivity in rhesus monkeys exposed to IgG from mothers of children
with autism. Brain Behav Immun 2008; 22: 806–816.
15. Jimenez DF, Tarantal AF. Fetal gender determination in early first trimester pregnancies
of rhesus monkeys (Macaca mulatta) by fluorescent PCR analysis of maternal serum.
J Med Primatol 2003; 32: 315–319.
16. Bauman MD, Lavenex P, Mason WA, Capitanio JP, Amaral DG. The development of social
behavior following neonatal amygdala lesions in rhesus monkeys. J Cognitive Neurosci
2004; 16: 1388–1411.
17. Bauman MD, Lavenex P, Mason WA, Capitanio JP, Amaral DG. The development of
mother-infant interactions after neonatal amygdala lesions in rhesus monkeys. J Neurosci
2004; 24: 711–721.
18. Bauman MD, Toscano JE, Babineau BA, Mason WA, Amaral DG. Emergence of
stereotypies in juvenile monkeys (Macaca mulatta) with neonatal amygdala or
hippocampus lesions. Behav Nneurosci 2008; 122: 1005–1015.
19. Bauman MD, Toscano JE, Mason WA, Lavenex P, Amaral DG. The expression of social
dominance following neonatal lesions of the amygdala or hippocampus in rhesus monkeys
(Macaca mulatta). Behav Neurosci 2006; 120: 749–760.
20. Altmann J. Observational study of behavior: sampling methods. Behaviour 1974; 49:
227–267.
21. Laird NM, Ware JH. Random-effects models for longitudinal data. Biometrics 1982; 38:
963–974.
22. Coe CL, Lubach GR, Crispen HR, Shirtcliff EA, Schneider ML. Challenges to maternal
wellbeing during pregnancy impact temperament, attention, and neuromotor responses in
the infant rhesus monkey. Dev Psychobiol 2010; 52: 625–637.
23. Schneider ML, Moore CF, Roberts AD, Dejesus O. Prenatal stress alters early
neurobehavior, stress reactivity and learning in non-human primates: a brief review.
Stress 2001; 4: 183–193.
Maternal antibodies alter brain and behavior
MD Bauman et al
10
Translational Psychiatry
24. Champoux M, Suomi SJ, Schneider ML. Temperament differences between captive
Indian and Chinese-Indian hybrid rhesus macaque neonates. Lab Animal Sci 1994; 44:
351–357.
25. Capitanio JP, Mendoza SP, Mason WA, Maninger N. Rearing environment and
hypothalamic-pituitary-adrenal regulation in young rhesus monkeys (Macaca mulatta).
Dev Psychobiol 2005; 46: 318–330.
26. Capitanio JP, Del Rosso LA, Calonder LA, Blozis SA, Penedo MC. Behavioral effects
of prenatal ketamine exposure in rhesus macaques are dependent on MAOA genotype.
Exp Clin Psychopharmacol 2012; 20: 173–180.
27. Kalin N, Shelton S. Defensive behaviors in infant rhesus monkeys: environmental cues and
neurochemical regulation. Science 1989; 243: 1718–1721.
28. Kalin NH, Shelton SE. Ontogeny and stability of separation and threat-induced defensive
behaviors in rhesus monkeys during the first year of life. Am J Primatol 1998; 44: 125–135.
29. Kalin NH, Shelton SE, Takahashi LK. Defensive behaviors in infant rhesus
monkeys—ontogeny and context-dependent selective expression. Child Dev 1991; 62:
1175–1183.
30. Oler JA, Fox AS, Shelton SE, Rogers J, Dyer TD, Davidson RJ et al. Amygdalar and
hippocampal substrates of anxious temperament differ in their heritability. Nature 2010;
466: 864–868.
31. Muehlmann AM, Lewis MH. Abnormal repetitive behaviours: shared phenomenology and
pathophysiology. J Intellect Disabil Res 2012; 56: 427–440.
32. Vandeleest JJ, McCowan B, Capitanio JP. Early rearing interacts with temperament and
housing to influence the risk for motor stereotypy in rhesus monkeys (Macaca mulatta).
Appl Animal Behav Sci 2011; 132: 81–89.
33. Lutz C, Well A, Novak M. Stereotypic and self-injurious behavior in rhesus macaques: a
survey and retrospective analysis of environment and early experience. Am J Primatol
2003; 60: 1–15.
34. Pierce K, Courchesne E. Evidence for a cerebellar role in reduced exploration and
stereotyped behavior in autism. Biol Psychiatry 2001; 49: 655–664.
35. Moy SS, Nadler JJ, Poe MD, Nonneman RJ, Young NB, Koller BH et al. Development of a
mouse test for repetitive, restricted behaviors: relevance to autism. Behav Brain Res 2008;
188: 178–194.
36. Belzung C, Anderson JR. Social rank and responses to feeding competition in rhesus
monkeys. Behav Processes 1986; 12: 307–316.
37. Bastian ML, Sponberg AC, Suomi SJ, Higley JD. Long-term effects of infant rearing
condition on the acquisition of dominance rank in juvenile and adult rhesus macaques
(Macaca mulatta). Dev Psychobiol 2003; 42: 44–51.
38. Silverman JL, Yang M, Lord C, Crawley JN. Behavioural phenotyping assays for mouse
models of autism. Nat Rev Neurosci 2010; 11: 490–502.
39. Crawley JN. Behavioral phenotyping strategies for mutant mice. Neuron 2008; 57:
809–818.
40. Crawley JN. Mouse behavioral assays relevant to the symptoms of autism. Brain Pathol
2007; 17: 448–459.
41. Crawley JN. Designing mouse behavioral tasks relevant to autistic-like behaviors.
Ment Retard Dev Disabil Res Rev 2004; 10: 248–258.
42. Nordahl CW, Lange N, Li DD, Barnett LA, Lee A, Buonocore MH et al. Brain enlargement
is associated with regression in preschool-age boys with autism spectrum disorders.
Proc Natl Acad Sci USA 2011; 108: 20195–20200.
43. Abbott NJ, Patabendige AA, Dolman DE, Yusof SR, Begley DJ. Structure and function of
the blood-brain barrier. Neurobiol Dis 2010; 37: 13–25.
44. Ballabh P, Braun A, Nedergaard M. The blood-brain barrier: an overview: structure,
regulation, and clinical implications. Neurobiol Dis 2004; 16: 1–13.
45. Bauman MD, Crawley JN, Berman RF. Autism: Animal Models. Encyclopedia of Life
Sciences. http://www.els.net. John Wiley & Sons: Chichester, 2010.
46. Amaral DG, Schumann CM, Nordahl CW. Neuroanatomy of autism. Trends Neurosci
2008; 31: 137–145.
47. Fairbanks LA. Individual differences in maternal styles: causes and consequences for
mothers and offspring. Adv Study Behav 1996; 25: 579–611.
48. Maestripieri D. The biology of human parenting: insights from nonhuman primates.
Neurosci Biobehav Rev 1999; 23: 411–422.
49. McCowan B, Beisner BA, Capitanio JP, Jackson ME, Cameron AN, Seil S et al. Network
stability is a balancing act of personality, power, and conflict dynamics in rhesus macaque
societies. PloS One 2011; 6: e22350.
50. Capitanio JP. Individual differences in emotionality: social temperament and health.
Am J Primatol 2011; 73: 507–515.
51. Suomi SJ. Early determinants of behaviour: evidence from primate studies. Br Med Bull
1997; 53: 170–184.
52. Novak MA, Suomi SJ. Social interaction in nonhuman primates: an underlying theme for
primate research. Lab Animal Sci 1991; 41: 308–314.
53. Capitanio JP. Personality dimensions in adult male rhesus macaques: prediction of
behaviors across time and situation. Am J Primatol 1999; 47: 299–320.
54. Fairbanks LA. Individual differences in response to a stranger: social impulsivity as a
dimension of temperament in vervet monkeys (Cercopithecus aethiops sabaeus). J Comp
Psychol 2001; 115: 22–28.
55. Fairbanks LA, Jorgensen MJ, Huff A, Blau K, Hung YY, Mann JJ. Adolescent impulsivity
predicts adult dominance attainment in male vervet monkeys. Am J Primatol 2004; 64:
1–17.
56. Fairbanks LA, Melega WP, Jorgensen MJ, Kaplan JR, McGuire MT. Social impulsivity
inversely associated with CSF 5-HIAA and fluoxetine exposure in vervet monkeys.
Neuropsychopharmacology 2001; 24: 370–378.
57. Manuck SB, Kaplan JR, Rymeski BA, Fairbanks LA, Wilson ME. Approach to a social
stranger is associated with low central nervous system serotonergic responsivity in female
cynomolgus monkeys (Macaca fascicularis). Am J Primatol 2003; 61: 187–194.
58. Fairbanks LA, Newman TK, Bailey JN, Jorgensen MJ, Breidenthal SE, Ophoff RA et al.
Genetic contributions to social impulsivity and aggressiveness in vervet monkeys.
Biol Psychiatry 2004; 55: 642–647.
59. Mehlman PT, Higley JD, Faucher I, Lilly AA, Taub DM, Vickers J et al. Correlation of CSF
5-HIAA concentration with sociality and the timing of emigration in free-ranging primates.
Am J Psychiatry 1995; 152: 907–913.
60. Westergaard GC, Suomi SJ, Chavanne TJ, Houser L, Hurley A, Cleveland A et al.
Physiological correlates of aggression and impulsivity in free-ranging female primates.
Neuropsychopharmacology 2003; 28: 1045–1055.
61. Kinnally EL, Whiteman HJ, Mason WA, Mendoza SP, Capitanio JP. Dimensions of
response to novelty are associated with social engagement and aggression in adult male
rhesus macaques (Macaca mulatta). J Comp Psychol 2008; 122: 195–203.
62. Schwandt ML, Lindell SG, Sjoberg RL, Chisholm KL, Higley JD, Suomi SJ et al. Gene-
environment interactions and response to social intrusion in male and female rhesus
macaques. Biol Psychiatry 2010; 67: 323–330.
63. Wing L, Gould J. Severe impairments of social interaction and associated abnormalities in
children: epidemiology and classification. J Autism Dev Disord 1979; 9: 11–29.
64. Volkmar FR, Cohen DJ, Bregman JD, Hooks MY, Stevenson JM. An examination of social
typologies in autism. J Am Acad Child Adolescent Psychiatry 1989; 28: 82–86.
65. Borden MC, Ollendick TH. An examination of the validity of social subtypes in autism.
J Autism Dev Disord 1994; 24: 23–37.
66. O’Brien SK. The validity and reliability of the Wing Subgroups Questionnaire. J Autism Dev
Disord 1996; 26: 321–335.
67. Castelloe P, Dawson G. Subclassification of children with autism and pervasive
developmental disorder: a questionnaire based on Wing’s subgrouping scheme. J Autism
Dev Disord 1993; 23: 229–241.
68. Scheeren AM, Koot HM, Begeer S. Social interaction style of children and adolescents with
high-functioning autism spectrum disorder. J Autism Dev Disord 2012; 42: 2046–2055.
69. Roeyers H. Subclassification of children with a pervasive developmental disorder:
assignment to social subtypes. J Dev Phys Disabilities 1997; 9: 347–357.
70. Weinstein TA, Capitanio JP. Longitudinal stability of friendships in rhesus monkeys
(Macaca mulatta): individual- and relationship-level effects. J Comp Psychol 2012; 126:
97–108.
71. Kasari C, Locke J, Gulsrud A, Rotheram-Fuller E. Social networks and friendships
at school: comparing children with and without ASD. J Autism Dev Disord 2011; 41:
533–544.
72. Rotheram-Fuller E, Kasari C, Chamberlain B, Locke J. Social involvement of children with
autism spectrum disorders in elementary school classrooms. J Child Psychol Psychiatry
Allied Disciplines 2010; 51: 1227–1234.
73. Freeman SF, Kasari C. Characteristics and qualities of the play dates of children with
Down syndrome: emerging or true friendships? Am J Mental Retardation 2002; 107:
16–31.
74. Courchesne E, Karns CM, Davis HR, Ziccardi R, Carper RA, Tigue ZD et al. Unusual brain
growth patterns in early life in patients with autistic disorder: an MRI study. Neurology 2001;
57: 245–254.
75. Schumann CM, Bloss CS, Barnes CC, Wideman GM, Carper RA, Akshoomoff N et al.
Longitudinal magnetic resonance imaging study of cortical development through early
childhood in autism. J Neurosc 2010; 30: 4419–4427.
76. Hazlett HC, Poe M, Gerig G, Smith RG, Provenzale J, Ross A et al. Magnetic resonance
imaging and head circumference study of brain size in autism: birth through age 2 years.
Arch Gen Psychiatry 2005; 62: 1366–1376.
77. Hazlett HC, Poe MD, Gerig G, Styner M, Chappell C, Smith RG et al. Early brain
overgrowth in autism associated with an increase in cortical surface area before age
2 years. Arch Gen Psychiatry 2011; 68: 467–476.
78. Hoeft F, Walter E, Lightbody AA, Hazlett HC, Chang C, Piven J et al. Neuroanatomical
differences in toddler boys with fragile x syndrome and idiopathic autism. Arch General
Psychiatry 2011; 68: 295–305.
79. Nordahl CW, Braunschweig D, Iosif AM, Lee A, Rogers S, Ashwood P, Amaral DG, Van de
Water J. Maternal autoantibodies are associated with abnormal brain enlargement in a
subgroup of children with autism spectrum disorder. Brain Behav Immun 2013; 30: 61–65.
80. Herbert MR, Ziegler DA, Deutsch CK, O’Brien LM, Lange N, Bakardjiev A et al.
Dissociations of cerebral cortex, subcortical and cerebral white matter volumes in autistic
boys. Brain 2003; 126(Pt 5): 1182–1192.
81. Herbert MR, Ziegler DA, Makris N, Filipek PA, Kemper TL, Normandin JJ et al. Localization
of white matter volume increase in autism and developmental language disorder.
Ann Neurol 2004; 55: 530–540.
82. Minshew NJ, Williams DL. The new neurobiology of autism: cortex, connectivity, and
neuronal organization. Arch Neurol 2007; 64: 945–950.
83. Bigler ED, Abildskov TJ, Petrie JA, Johnson M, Lange N, Chipman J et al. Volumetric
and voxel-based morphometry findings in autism subjects with and without macrocephaly.
Dev Neuropsychol 2010; 35: 278–295.
Maternal antibodies alter brain and behavior
MD Bauman et al
11
Translational Psychiatry
84. Lainhart JE. Advances in autism neuroimaging research for the clinician and geneticist.
Am J Med Genet Pt C Sem Med Genet 2006; 142C: 33–39.
85. Heininger U, Desgrandchamps D, Schaad UB. Seroprevalence of Varicella-Zoster
virus IgG antibodies in Swiss children during the first 16 months of age. Vaccine 2006; 24:
3258–3260.
86. Simister NE. Placental transport of immunoglobulin G. Vaccine 2003; 21: 3365–3369.
87. Malek A, Sager R, Kuhn P, Nicolaides KH, Schneider H. Evolution of maternofetal
transport of immunoglobulins during human pregnancy. Am J Reprod Immunol 1996; 36:
248–255.
88. Malek A, Sager R, Schneider H. Maternal-fetal transport of immunoglobulin G and its
subclasses during the third trimester of human pregnancy. Am J Reprod Immunol 1994; 32:
8–14.
89. Malek A, Sager R, Schneider H. Transport of proteins across the human placenta.
Am J Reprod Immunol 1998; 40: 347–351.
90. Croen LA, Braunschweig D, Haapanen L, Yoshida CK, Fireman B, Grether JK et al.
Maternal mid-pregnancy autoantibodies to fetal brain protein: the early markers for autism
study. Biol Psychiatry 2008; 64: 583–588.
91. Zimmerman AW, Connors SL, Matteson KJ, Lee LC, Singer HS, Castaneda JA et al.
Maternal antibrain antibodies in autism. Brain Behav Immun 2007; 21: 351–357.
Translational Psychiatry is an open-access journal
published by Nature Publishing Group. This work is
licensed under a Creative Commons Attribution-NonCommercial-
NoDerivs 3.0 Unported License. To view a copy of this license, visit
http://creativecommons.org/licenses/by-nc-nd/3.0/
Supplementary Information accompanies the paper on the Translational Psychiatry website (http://www.nature.com/tp)
Maternal antibodies alter brain and behavior
MD Bauman et al
12
Translational Psychiatry
